Here, we sought to investigate the mechanism of AMPH-induced hypophagia by using a genetic apAmphetamine (AMPH) releases monoamines, transiently stimulates locomotion, and inhibits feeding.
. This interpretation might explain why systemic compared to the controls treated in the same way may suggest enhanced sensitivity to the effects of HAL or administration of a selective D 1 -type receptor antagonist (SCH23390) blocked hypophagia in response to a low merely the increased basal intake of the knockouts. In a previous report (Leibowitz, 1975b) to AMPH. (C) After a break of 2 months, the same mice were tested again to (E) Propranolol (PROP; 1.25 g/g) did not significantly affect AMPHdetermine the effect of the D 2 receptor antagonist HAL on AMPHinduced hypophagia in D2r ϩ/ϩ controls or D2r Ϫ/Ϫ mice (p ϭ 0.91). induced hypophagia and locomotion. When PBS was given 15 min (F) There was no effect of prior PROP on activity after AMPH, and prior to PBS or AMPH, female mice of both genotypes were signifineither group demonstrated stereotypy. cantly hypophagic in response to AMPH (2 g/g) as compared to deprivation-induced intake after PBS injection (p Ͻ 0.01). (D) AMPH induced hyperlocomotion, and neither group demon-(D1r Ϫ/Ϫ mice). D1r Ϫ/Ϫ mice reduced food intake after strated stereotypy. Figure 4A ) and became hyperactive ( Figure 4B ). Figures 5E and 5F ). However, the locomotor response of these mice, maintained on the 129/SvCPJ background, was markedly less than that of mice maintained on the C57BL/6 strain. Therefore, an additional , 1975) . However, the vrDD mice did manifest some behavioral signs of AMPH treatment not observed after injection with PBS, including sniffing and occasional sprints down the length of the cage. They were not in stereotypy.
AMPH (
In conclusion, mice lacking DA are resistant to the deprivation-induced intake after PBS injection (p Ͻ 0.01). In this experiment, the Npy Ϫ/Ϫ mice tended to manifest less robust fastinginduced hyperphagia in the first 30 min after PBS, although this trend was not significant. sient extracellular concentrations of DA than the same ing, perhaps acting directly on other hypothalamic nuclei number of more evenly spaced impulses (Grace and (Leibowitz, 1970a (Leibowitz, , 1975b (Nicola et al., 2000) .
Experimental Procedures
Our working hypothesis is that appropriate striatal AMPH-induced release of catecholamines, inhibits feed-
